prospective, real-world data on abatacept (ABA) retention in patients (pts) with RA. Objectives: To assess the retention rate and to identify prognostic factors of ABA retention in the overall ACTION population and by treatment line over 2 yrs. Methods: ACTION is a 2-yr, international, observational study of pts with RA who initiated IV ABA as first-or as second-/further-line biologic therapy in routine clinical practice. Biologic-naïve and biologic-failure pts were enrolled during three periods between May 2008 and December 2013. The primary endpoint was crude ABA retention rate over 2 yrs (Kaplan-Meier plot). Prognostic factors (p≤0.2) from univariate analyses with no colinearity, clinically relevant variables and known risk factors were entered into a multivariate model; factors with p≤0.1 were retained by backward selection. EULAR response was compared by Fisher's exact test. Results: In the ACTION cohort, 2350/2364 enrolled pts were evaluable for analysis; 673 (28.6%) were biologic naïve and 1677 (71.4%) had failed biologic treatment. Most biologic-failure pts (56.6%) had previously received ≥2 biologics. Some expected differences in baseline characteristics were observed between groups; mean (SD) RA duration was shorter (7.2 [8.2] vs 12.1 [9.1] yrs; p<0.001), more pts had RA for ≤2 yrs (35.7 vs 9.0%; p<0.001) and fewer pts had radiographic erosions (58.2 vs 71.5%; p<0.001) for biologic-naïve vs biologicfailure pts. At Yr 2, the overall retention rate was 47.9% (95% CI 45.7, 50.0). The retention rate was higher in biologic-naïve vs biologic-failure pts (54.5 vs 45.2%; p<0.001) and in pts with 1 vs ≥2 previous biologics (Fig) . Reasons for discontinuation were comparable between groups; main reasons were lack of efficacy (61.4 vs 67.7%) and safety (21.3 vs 21.2%). RF and anti-citrullinated protein antibody (ACPA) seropositivity were prognostic factors for higher retention in biologic-naïve (p=0.030) and biologic-failure pts (p=0.028); other positively impacting factors were diabetes mellitus (p=0.044; biologic naïve); geographic location (p<0.001; biologic naïve) and ABA combination therapy (p<0.001; biologic failure). Only Pt Global Assessment (p=0.009; biologic failure) predicted lower retention. Among pts continuing ABA, a greater proportion of biologic-naïve vs biologic-failure pts had a good/moderate EULAR response (90.7 vs 81.6%; p=0.005) and RF/ACPA seropositivity was associated with a better response (p=0.002). There were no new safety signals.
FRI0246 IMPROVEMENTS IN HEALTH-RELATED QUALITY OF LIFE WITH SIRUKUMAB ARE STATISTICALLY SIGNIFICANT, CLINICALLY MEANINGFUL, AND MEET OR EXCEED NORMATIVE VALUES IN RHEUMATOID ARTHRITIS PATIENTS WITH INADEQUATE RESPONSE TO DISEASE-MODIFYING ANTIRHEUMATIC DRUGS: POST HOC ANALYSES OF A PHASE 3 TRIAL
Background: Rheumatoid arthritis (RA) is associated with impaired health-related quality of life (HRQoL). Sirukumab (SIR) is an anti-interleukin-6 (IL-6) monoclonal antibody. Objectives: These post hoc analyses evaluated improvements in HRQoL compared with an age/gender-matched normative population in a phase 3 randomized, controlled trial of SIR in RA pts with inadequate response to conventional disease-modifying antirheumatic drugs (DMARD-IR; SIRROUND-D). Methods: 1670 pts received SIR 50mg every 4 weeks (q4w), SIR 100mg every 2 weeks (q2w), or placebo (pbo) q2w. Health-related physical/emotional well-being was measured at baseline (BL) and Wk 24 by the 36-item Short Form Questionnaire (SF-36), fatigue by Functional Assessment of Chronic Illness Therapy (FACIT)-Fatigue (FACIT-F), and physical function by Health Assessment Questionnaire-Disability Index (HAQ-DI). Results: SF-36 physical and mental component summary (PCS and MCS) mean scores at BL were comparable for pbo, SIR 50mg q4w and 100mg q2w (PCS: 33.8, 34.2, and 33.5; MCS: 40.5, 40.5, and 41.8) and indicative of substantial impairment. At Wk 24, treatment with SIR 50mg q4w and 100mg q2w resulted in significantly greater mean improvements from BL vs pbo in SF-36 PCS (5.4 and 5.9 vs 2.3) and MCS (4.9 and 4.2 vs 2.9) scores (all P<0.001), exceeding the minimum clinically important difference (MCID) of 2.5. Least squares mean changes in all SF-36 domain raw scores were significantly greater with both doses of SIR than pbo at Wk 24 and all >MCID of 5.0 (Table; Figure) . Substantial proportions of pts treated with SIR 50mg q4w or 100mg q2w reported scores ≥normative values in SF-36 domains at Wk 24 (ranges: 20-33% and 21-36%) vs pbo (range: 10-28%). For pbo, SIR 50mg q4w, and SIR 100mg q2w, BL FACIT-F scores were 27.2, 27.1, and 27.5. Significantly greater proportions of pts reported clinically meaningful improvements in FACIT-F (MCID=4) with SIR 50mg q4w and 100mg q2w vs pbo (61.4 and 59.4% vs 43.9%; P<0.001). FACIT-F scores ≥normative values were reported by 33% of pts on SIR 50mg q4w and 100mg q2w vs 22% on pbo. HAQ-DI scores at BL were 1.56, 1.50, and 1.52 with pbo, SIR 50mg q4w, and 100mg q2w, with clinically meaningful improvements (MCID= -0.22) reported by 63.0 and 65.4% with SIR 50mg q4w and 100mg q2w vs 46.9% with pbo (P<0.001). HAQ-DI scores ≥normative values were reported by numerically more pts receiving SIR 50mg q4w (22%) and 100mg q2w (21%) vs pbo (10%). Background: To analyze efficacy and safety of tocilizumab in patients with rheumatoid arthritis (RA) and an inadequate response to conventional synthetic disease modifying anti-rheumatic drugs (csDMARDs) and/or tumour necrosis factor (TNF) inhibitors of the Swiss and Austrian patients from the ACT-SURE study.
Objectives:
Methods: Sub-analysis of RA patients from Switzerland and Austria, who participated in the international phase IIIb, open-label, ACT-SURE study. Patients with an inadequate response to csDMARDs or TNF antagonists were included into the study receiving 8 mg/kg of IV tocilizumab every 4 weeks during a 24 week time period. Therapy with one or more csDMARDs could be continued as combination therapy with tocilizumab (Combo) or stopped, resulting in tocilizumab monotherapy (Mono), at the treating physician's discretion. These two patient groups were analyzed in separate and compared. Results: Overall, 107 (22 on Mono vs 85 on Combo and) patients were treated with tocilizumab. The percentage of patients with at least one adverse event was significantly lower in the tocilizumab combination (58.8%) as compared to the monotherapy group (81.8%, p=0.0458). No differences in ACR20/50/70/90 response rates were observed between both treatment groups at week 24 (Mono: 63.6%, 40.9%, 22.7%, and 18.2% vs. Combo: 61.2%, 43.5%, 25.9%, and 10.6%). The median time to low disease activity (LDA) was significantly shorter in patients treated with tocilizumab combination therapy Mono: 9.1, Combo 7.9 weeks, Log Rank p=0.038).
Conclusions:
In this post hoc regional sub-analysis of the ACT-SURE study no differences for disease activity were found comparing the two patient groups at week 24. However, median time to LDA was statistically shorter in patients treated with tocilizumab combination therapy as compared to tocilizumab monotherapy. Consequently, adding tocilizumab to csDMARD therapy rather than changing to tocilizumab monotherapy may be, in our opinion, the safest strategy to reach maximum effect in RA patients with active disease despite treatment with csDMARD. csDMARDs can be withdrawn either immediately due to adverse events or after at least low disease activity has been reached. Background: There have been conflicting reports whether patients with rheumatoid arthritis (RA) receiving conventional or biologic immunosuppressive therapies are at increased risk of specific malignancies. Melanoma is an aggressive malignancy with risk factors including sex, age, fair skin and elevated cumulative UV exposure. Interleukin-6 (IL-6) has a role in pro-and antitumorigenic pathways. Whether tocilizumab (TCZ), a biologic that alters IL-6 signaling, increases the risk of melanoma in patients with RA is unclear.
Objectives: This age-and sex-adjusted standardized incidence ratio (SIR) analysis compared the observed reports of melanoma in patients with RA treated with TCZ in clinical trial and postmarketing settings with the expected number of cases across geographic regions. Methods: SIRs for melanoma were calculated from the TCZ clinical trials allexposure population. Postmarketing rates were estimated from the TCZ Global Safety Database population. Both databases were searched cumulatively from 11 April 2005 to 10 October 2015. For clinical trials, observed reports of melanoma in patients with RA treated with TCZ were compared with expected number of cases in the general population based on the 2012 US Surveillance, Epidemiology, and End Results using an age-and sex-adjusted SIR. Postmarketing regional SIRs were calculated based on the estimated commercial exposure in each region and the incidence of melanoma as reported by Globocan by age and sex (2012). 
In clinical trials, no evidence was found to suggest there were more cases of melanoma than expected in patients with RA treated with TCZ compared with the general population. Consistent with this, no evidence was found to suggest that patients with RA treated with TCZ in Europe, North America or Japan had more cases of melanoma than expected compared with the general population in each region. In contrast, the estimated SIR of melanoma in patients with RA treated with TCZ in Australia indicated more than the expected number of cases in the general population. This finding is consistent with reports of elevated risk of melanoma in patients with RA in Australia (compared with the general population), where UV exposure is high and methotrexate is a common first-line therapy.
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